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A check in the amount of $180.00 is enclosed to cover the fee to file the Information 
Disclosure Statement. The Commissioner is hereby authorized to charge any additional fees 
required by this filing, or credit any overpayment, to Deposit Account No. 50-1355. A copy of the 
transmittal sheet is enclosed. 



Respectfully submitted, 





Lisa A. Haile, Ph.D. 
Registration No, 38,347 
Telephone: (858)677-1456 
Facsimile: (858) 677-1465 



GRAY GARY WARE & FREIDENRICH LLP 
4365 Executive Drive, Suite 1100 
San Diego, CA 92121-2133 
USPTO Customer No. 28213 



Gray Cary\GT\6288200.1 
104703-156676 



J 



PATENT 

Attorney Docket No. DIVER1280 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Applicant: 
Serial No.: 
Filed: 
Title: 



Short and Keller Art Unit: 1 652 

08/876,276 Examiner: J. Tung 

June 16, 1997 

HIGH THROUGHPUT SCREENING FOR NOVEL ENZYMES 




Commissioner for Patents 
Washington, D.C. 20231 



INFORMATION DISCLOSURE STATEMENT 



Sir: 



In accordance with 37 C.F.R. 1.97, enclosed are additional references relating to the above- 
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application and their consideration be made of written record in the application file. 
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COMMUNICATION 

The European Patent Office herewith transmits the partial European search report under Rule 46(1) 
EPC relating to the above-mentioned European patent application. 

Copies of the documents cited in the search report are enclosed. 

The applicant's attention is drawn to the following: 

The search Division informs the applicant that if the European search report is also to cover 
inventions other than the invention first mentioned in the claims, a further search fee must be 
paid for each of these inventions, within ONE MONTH after notification of this communication. 

If the application has been filed up to 30 June 1999, the search fee in force before 01 July 
1999 (EUR 869,--) or the equivalent applicable on the date of payment is payable. 
This applies also to the search fees requested under Rule 46(1) EPC. 
See also OJ EPO 06/1 999, 405. 



□ 



The abstract was modified by the Search Division and the definitive text is attached to the 
present communication. 



Additional set(s) of copies of the documents cited in the European search report is (are) enclosed 



as well. 



Note to users of the automatic debiting procedure: 

Unless the EPO receives prior instructions to the contrary, the search fee(s) will be debited on 
the last day of the period for payment. For further details see the Arrangements for the automatic 
debiting procedure, Supplement to OJ EPO 02/1999. 
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WO 96 34112 A (CHROMAXOME CORP) 
31 October 1996 (1996-10-31) 

* page 68, line 1 - page 71, line 37 * 

* page 84, line 30 - page 86, line 8; 
claims 1-41; figure 8 * 

* page 88, line 6 - page 89, line 12 * 

* page 102, line 25; examples 6.2-6.6 * 

* page 101, line 1 - line 14 * 

* page 90, line 33 - page 91, line 22 * 


1-20, 
62-64 


C12Q1/68 

C12N15/10 
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WO 97 04077 A (MARRS BARRY ; SHORT JAY M 
(US); STEIN JEFFREY L (US); RECOMBINANT B) 
6 February 1997 (1997-02-06) 
* page 11, line 13 - page 12, line 4; 
claim 8 * 


62-64 




Y 


WO 97 20078 A (AFFYMAX TECH NV ;CRAMERI 
ANDREAS (US); STEMMER WILLEM P C (US)) 
5 June 1997 (1997-06-05) 
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the requirements of unity of invention and relates to several inventions or groups of inventions, 
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Citation Of document with indication, where appropriate, 
of relevant passages 



P.A 



WITTRUP K D ET AL: "Microencapsulation 
selection for isolation of yeast mutants 
with increased secretion of Aspergillus 
awamori gl ucoamyl ase . " 
BIOTECHNOLOGY AND BI0EN6INEERIN6. 
vol. 42, no. 3, 1993, pages 351-356. 
XPO02151519 
ISSN: 0006-3592 

* the whole document 

ROESSNER CHARLES A ET AL: 
"Fluorescence-based method for selection 
of recombinant plasmids." 
BIOTECHNIQUES, f.. 
vol. 19, no. 5. 1995, pages 760, 762-764, 
XP0O2151562 
ilSSN: 0736-6205 

* the whole document 

WO 97 48717 A (RECOMBINANT BIOCATALYSIS 
INC) 24 December 1997 (1997-12-24) 
' * the whol e document * 
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to claim 
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EP 98 93 1354 



Application Number 



The Search Division considers that the present European patent application does not comply with the 
requirements of unity of invention and relates to several inventions or groups of inventions, namely: 

1. Claims: 1-20.62-64 

A method for identifying bioactivi ties or biomolecules using 
high throughput screening of genomic DNA samples to identify 
one or more enzymes encoded by the DNA of said sample, 
comprising: a) providing an expression library containing a 
plurality of clones, wherein the DNA for generating the 
library is obtained from a mixed population of organism; b) 
inserting bioactive fluorescent substrate in at least one 
clone of the library wherein the substrate is fluorescent in 
the presence of a bioactivity or biomolecule; c) screening 
the clones with a fluorescent analyzer that detects 
bioactive fluorescence; and d) identifying clones detected 
as positive for bioactive fluorescence, wherein fluorescence 
is indicative of DNA that encodes an bioactivity or 
biomolecule; said method, wherein the sample is encapsulated 
in a gel microdrop; said method, wherein the expression 
library contains DNA from extremophi les; said method, 
wherein the bioactive substrate comprises C12FDG; said 
method including the additional steps of: subjecting an 
enzyme encoded by the DNA identified in step d) to directed 
evolution comprising the step of: a) subjecting the enzyme 
to non-directed mutagenesis; and b) screening mutant enzymes 
produced in step a) for a mutant enzyme; said method for 
identifying bioactivi ties or biomolecules using high 
throughout screening of genomic DNA in a culture- independent 
system; said method further comprising encapsulation the 
clones and the bioactive substrate prior to screening; said 
method wherein the expression library is procaryotic. 

2. Claims: 21-27 

A method of screening for an agent that modulates the 
activity of a target cell component, wherein the target cell 
component and a selectable marker are expressed by a 
recombinant cell, the method comprising co-encapsulating the 
agent in a micro-environment with the recombinant cell 
expressing the target cell component and detectable marker 
and detec ting the effect of the agent on the activity of the 

celT"COTpwent ;~sai d-method-wherei n-the agent— i s-a 

transducing protein, said protein is a G-protein; 

3. Claims: 28-46 



A method for enriching for target DNA sequences containing 
at least a partial coding region for at least one specified 
activity in a DNA sample comprising: a) co-encapsulating in 
a micro-environment a mixture of target DNA obtained from a 
mixture of organisms with a mixture of target DNA probes 
comprising a detectable marker and at least a portion of a 
DNA sequence encoding at least one enzyme having a specified 
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Application Number 



The Search Division considers that the present European patent application does not comply with the 
requirements of unity of invention and relates to several inventions or groups of inventions, namely: 

enzyme activity; b) incubating the co-encapsulated mixture 
under such conditions and for such time as to allow 
hybridization of complementary sequences; and c) screening 
for the specified activity; 

4- Claims: 47-61 

A method of screening for an agent that modulates the 
interaction of a first test protein linked to a DNA binding 
moiety and a second test protein linked to a transcriptional 
activation moiety, comprsing co-encapsulating the agent with 
the first test protein and second test protein in a suitable 
mi croenvi ronment and determining the ability of the agent to 
modulate the interaction of the first test protein linked to 
a DNA binding moiety with the second test protein covalently 
linked to a transcriptional activation moiety, wherein the 
agent enhances or inhibits the expression of a detecable 
protein, and wherein the enhancement or inhibition is 
detected by FACS analysis; 
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